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RE: Sympathomimetic drugs should be considered an
alternative agent class in refractory chronic urticaria

TO THE EDITOR:
The recent review by Kahn1 entitled “Alternative Agents in

Refractory Chronic Urticaria: Evidence and Considerations on
Their Selection and Use” fails to include sympathomimetic
agents as an alternative agent class. I believe sympathomimetics
should be included as an alternative agent for the following
reasons. Historically, ephedrine sulfate has shown some useful-
ness in the management of chronic idiopathic urticaria (CIU).2,3

In addition, a 2004 case study by Check et al4,5 presented 4 cases
of CIU that were 100% controlled with the addition of
dextroamphetamine sulfate 20-30 mg/d for a minimum treat-
ment duration of 1.7 years and a maximum duration of 13 years.
They report 2 additional cases of complete control with
dextroamphetamine therapy.6 Thus, significant improvement
occurred in 100% of their 6 cases.

Subsequent to the 2004 publication of the study by Check
et al,4 I incorporated amphetamine salts (Adderall; Shire, Dublin,
Ireland) into my therapeutic algorithm for patients with CIU
with outstanding results. Since 2004, I have seen 661 patients
with urticaria, many of whom have had CIU. My treatment
protocol includes a step-up protocol that begins with high-dose
H1 antihistamines, H2 antihistamines, antileukotrienes, and
finally doxepin. In patients who remain symptomatic in spite of
the combination therapy above, Adderall is added in the dose
range of 10 to 20 mg, twice daily, and then tapered to the
minimal amount to maintain symptomatic control. Since
implementing Adderall into my therapeutic regimen, not a single
patient with CIU has required oral corticosteroids, cyclosporine,
or other ancillary agents to achieve control of their CIU. In
addition, I have had 2 patients with a history of failure to

respond to cyclosporine therapy who transferred into my prac-
tice. In both cases, the addition of Adderall produced immediate
relief of their symptoms. In summary, the addition of Adderall in
the management of my patients with CIU has produced
extraordinary results.

Given the efficacy, beneficial cost, and adverse-effect profile
of Adderall when compared with oral corticosteroids, omali-
zumab, cyclosporine, tacrolimus, mycophenolate, and intravenous
immunoglobulin, a trial of dextroamphetamine or amphetamine
salts is indicated before the introduction of immunomodular and
immunosuppressive agents. In patients without contraindications,
sympathomimetics should be considered as alternative agents in
the management of CIU and worthy of future clinical trials.
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REPLY:
I thankDrMiller1 for his comments regarding the consideration

of sympathomimetic drugs as alternative agents in chronic urticaria
(CU). The largest amount of literature with sympathomimetic
drugs in the treatment of CU involves the use of methylxanthines
and b-agonists. The b-agonists have well-known inhibitory effects
in vitro on mast cells, including inhibition of mediator release. As
we noted in a prior review of alternative agents in CU, results of
observational studies suggested that terbutaline was effective in
therapy for patients with resistant CU; however, 2 double-blind
studies have not shown significant benefit of terbutaline in CU.2

In regard to methylxanthines, a relatively large, double-blind,
placebo-controlled study of 134 patients with CU evaluated
theophylline 200mg twice a day for 6 months, then 200mg once a
day for 6months versus placebo as an add-on therapy to cetirizine.3

Both groups experienced large improvements in all symptoms
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assessed; however, the treatment group had statistically significant
improvement in overall urticaria scores but not pruritus. The
clinical relevance of this statistical difference is unclear. An obser-
vational study of aminophylline plus terbutaline in 42 patients
with cold urticaria showed overall improvement in the majority of
subjects; however, 3 patients had to stop therapy due to cardiac
events, and 19 others had less-severe adverse effects.4 Overall,
small, placebo-controlled studies have not shown efficacy of b-
agonists in CU and the evidence for the efficacy of theophylline in
CU is modest at best. Nevertheless, these agents may be considered
as potential alternative agents in CU.

Amphetamines belong to the class of drugs called b-
phenylethylamines and are structurally similar to ephedrine. The
pharmacologic effect of amphetamine is predominantly mediated
by monoamine release, which is complemented by reuptake in-
hibition and possibly inhibition of monoamine oxidase that
can augment synaptic monoamine concentrations.5 Enhanced
catecholaminergic signaling is thought to be the primary medi-
ator of amphetamine’s efficacy in attention deficit hyperactivity
disorder. Adderall (Shire, Dublin, Ireland) tablets contain d-
amphetamine and l-amphetamine salts in the ratio of 3:1 and
is indicated in the treatment of attention deficit hyperactivity
disorder and narcolepsy. Unfortunately, there is virtually no
peer-reviewed literature on the efficacy or safety of amphetamines
in CU. Miller’s anecdotal experience in his practice with Adderall
in an unknown number of patients with refractory CU is quite
remarkable, with an apparent 100% success rate in avoiding
systemic corticosteroids when added to a therapeutic regimen of
antihistamines, antileukotrienes, and doxepin. I would certainly
encourage Miller to submit his clinical observations with am-
phetamines in refractory CU for publication. As is true for the
vast majority of alternative agents, further well-designed trials are

needed to determine the true efficacy and safety of the myriad of
alternative agents that have been tried in CU, including
amphetamines.

David A. Khan, MD

Division of Allergy and Immunology, Department of Internal Medicine, University
of Texas Southwestern Medical Center, Dallas, Tex

No funding was received for this work.
Conflicts of interest: D. A. Khan has received lecture fees from Genentech, Baxter,
Merck, and Viropharma.

Received for publication December 20, 2013; accepted for publication December 28,
2013.

Corresponding author: David A. Khan, MD, Division of Allergy and Immunology,
Department of Internal Medicine, University of Texas Southwestern Medical
Center, 5323 Harry Hines Boulevard, Dallas, TX 75390-8859. E-mail: dave
.khan@utsouthwestern.edu.

2213-2198/$36.00
! 2014 American Academy of Allergy, Asthma & Immunology
http://dx.doi.org/10.1016/j.jaip.2013.12.010

REFERENCES
1. Miller MM. Sympathomimetic drugs should be considered an alternative

agent class in refractory chronic urticaria. J Allergy Clin Immunol Pract 2014;
2:240.

2. Morgan M, Khan DA. Therapeutic alternatives for chronic urticaria: an evidence-
based review, part 2. Ann Allergy Asthma Immunol 2008;100:517-26.

3. Kalogeromitros D, Kempuraj D, Katsarou-Katsari A, Makris M, Gregoriou S,
Papaliodis D, et al. Theophylline as ‘add-on’ therapy to cetirizine in patients with
chronic idiopathic urticaria. A randomized, double-blind, placebo-controlled pilot
study. Int Arch Allergy Immunol 2006;139:258-64.

4. Husz S, Toth-Kasa I, Kiss M, Dobozy A. Treatment of cold urticaria. Int J
Dermatol 1994;33:210-3.

5. Heal DJ, Smith SL, Gosden J, Nutt DJ. Amphetamine, past and present: a
pharmacological and clinical perspective. J Psychopharmacol 2013;27:479-96.

J ALLERGY CLIN IMMUNOL PRACT
VOLUME 2, NUMBER 2

CORRESPONDENCE AND REPLIES 241

mailto:dave.khan@utsouthwestern.edu
http://dx.doi.org/10.1016/j.jaip.2013.12.010
mailto:dave.khan@utsouthwestern.edu

	Reply

	References


